Cefoxitin is a new semisynthetic cephamycin antibiotic, effective against gram-positive and gram-negative bacteria. It is of particular interest because of its activity against cephalosporinresistant strains of Escherichia coli, indole-positive Proteus, Klebsiella and Serratia6) and because of its high resistance to hydrolysis by /J-lactamases3). We have studied the effect of pH on the antibacterial activity of cefoxitin, and it is apparent that cefoxitin exhibits different characteristics from the other cephalosporins in this respect.
Materials and Methods
Minimal inhibitory concentration (MIC) determined by the broth dilution method: A loopful of overnight broth culture was inoculated to tubes containing 1 ml of antibiotic diluted in twofold increments in Heart Infusion (HI) broth (Nissan), adjusted with either HCl or NaOH to pH 5, 6, 7, 8 and 9 . The tubes were incubated overnight at 37°C, and the MIC was determined. MIC was defined as the lowest concentrations of antibiotic at which no visible growth was observed after an overnight incubation.
MIC determined by the agar dilution method: Each culture was grown in Tryptosoya broth (Nissan) overnight at 37°C. Antibiotics were added aseptically in twofold increments to HI agar (Nissan) which had been autoclaved, cooled to 50°C and adjusted with either HCl or NaOH to pH 5 -9 cefazolin and cephalothin for E. coli No. 29, by the broth dilution tests were all 1.561tg/ml. Fig. la shows the growth curves of untreated controls, and killing rate of 6.25 ltg/ml of cefoxitin-treated cultures in HI broth. The initial pH of each culture was adjusted to 5.5, 7.0 and 8.5, respectively. In the beginning of incubation, the killing rate of the cefoxitin-treated culture at pH 5.5 is greater than that at pH 8.5, but during 1.5 -3 hours of incubation the latter exceeded the former. On the contrary, in the case of cefazolin and cephalothin, as shown in Fig. Ib and Ic, the killing rates of the cultures at pH 5.5 are uniformly greater than those at pH 8.5 from beginning to end of the incubation. The effect of pH of the medium on the activities of cefoxitin, cefazolin, cephalothin and cephamycin C was studied as the variations of MICs obtained by the broth dilution method with 4 representative strains, and by the agar dilution method with 49 clinically isolated strains. The effect of pH of medium on the killing rate of these four drugs was also studied. It is apparent from the data presented in this paper that the antibacterial activities of cefazolin and cephalothin against gram-negative bacteria are enhanced as the pH decreases. Conversely, the activity of cefoxitin is enhanced, as the pH increases.
As for the effect of pH on the activity of cefoxitin, our result is different from the WALLICK and HENDLIN's report6) which described that 
